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DETAILED ACTION 
Status of Application 

1 . Claims 1 -9 are included in the prosecution. 

Priority 

2. Acknowledgment is made of applicant's claim for foreign priority under 35 
U.S.C. 119(aHd). 

Information Disclosure Statement 

3. The information disclosure statements (IDS) submitted on 4/6/2005 and 12/22/05 
are acknowledged. The submissions are in compliance with the provisions of 37 

CFR 1 .97 and 1 .98. Accordingly, the examiner is considering the information disclosure 
statements. 

See attached copy of PTO-1449. 

Claim Rejections - 35 USC § 103 

4. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

5. Claims 1-9 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Vladyka et al. (US 2002/0012706 A1) in view of Thacharodi et al. (EP 0 960 620 A1). 

The claimed invention is a process for producing solid dosage forms where a 
moldable composition is formed. The composition comprises 50 to 99.4% b weight of at 
least one crosslinked nonthermoplastic carrier, 0.5 to 30% by weight of at least one 
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adjuvant (selected from the group consisting of thermoplastic polymers, lipids, sugar 
alcohols, sugar alcohol derivatives and solubilizers) and 0.1 to 49.5% by weight of at 
least one active ingredient. The moldable composition is formed at a temperature at or 
above the softening point of the adjuvant, at least at 70°C, and subsequently cooled. 

Vladyka teaches a method that "involves melting a nomnally solid hydrophobic 
vehicle, ... dissolving therein a sparingly water-soluble, normally crystalline ... 
phannaceutically active agent at a temperature above the normal melting temperature 
of the vehicle but below the normal melting or degradation temperature of active agent, 
then granulating the molten product with a disintegrant and optional additives" (Page 1, 
[001 1]). The granulation is cooled and the "resulting granular particles may then be 
milled to an appropriate particle size, and filled into capsules, or blended with other 
excipients and processed into solid dosage forms" (Page 1, [001 1]). The formulations 
have the advantage of "improved solubility and bioavailability" (Page 2, [0014]). A solid 
hydrophobic vehicle that is capable of dissolving the pharmaceutically active agent and 
having a melting point above about 60°C and selected from glyceryl monostearate, 
monoglycerides, diglycerides, and waxes are disclosed (Page 2, [0017]). The 
hydrophobic vehicle is used in the range of from about 3% to about 55% by dry weight 
of the granular formulation (Page 2, [0017]). Stabilizers (selected from sorbitol, 
mannltol, polyvinylpyrrolidone and hydroxypropylmethylcellulose or HPMC) used in the 
range of about 1% to about 60% by weight of the dry granulation are disclosed (Page 2, 
[0019]). Disintegrants (selected from croscarmellose sodium and crospovidone) used in 
the range from about 1% to about 25% by dry weight of the formulation are disclosed 
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(Page-3,- [002.1]). The-active agent comprises-from-20% to-about-35%-of the granular -- - . - 

particle (Page 3, [0026]). Example 6 discloses the process where the active itraconzole 
(32.6%) was added to molten glyceryl monostearate (5.5%); the mixture was heated 
until all of the active ingredient was completely dissolved. HPMC (48.9%) and 
croscarmellose sodium (13%) were mixed in a high shear granulator and the molten 
mixture of glyceryl monostearate and the active was mixed and granulated. The 
granulated mixture was rapidly cooled to solidify the granulate (Pages 5-6, [0054]). The 
reference teaches that: "if the particles of the final granulation are undesirably large, it is 
suitable to grind them and screen them to a more acceptable, more uniform size" (Page 
4, [0045]). It is also disclosed that: "Granules that are produced by this invention may be 
placed directly into hard gelatin capsules to create the final dosage form. ... If ... it is 
desired to compress the granules into tablets using a tableting machine, the addition of 
a lubricant may be necessary to prevent the processing problems associated with this 
operation" (Page 4, [0046]). 

Vladyka does not expressly teach the percentages of the crosslinked 
nonthermoplastic carrier and the thermoplastic polymer. 

Thacharodi teaches a process for making a pharmaceutical composition which 
comprises "mixing together a substituted pyridylsulfinyl benzimidazole ... with a 
pharmaceutically acceptable carrier, the carrier comprising at least one polymer which 
is at least partially comprised of vinylpyrrolidone monomeric units, together with any 
optionally included pharmaceutically acceptable excipients" (Page 3, [0012]). The 
pharmaceutically acceptable carrier is present in an amount from about 10% to about 
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- 98% by-weight of the total weight-of the confiposition (Page-5v[0020]^^^^ . - . 

glycerides may also be used as pharmaceutically acceptable carriers (Page 5, [0022]). 
The fatty acid glycerlde is "heated to above its melting point and the liquid obtained [is] 
mixed with other ingredients of the composition to obtain granules" (Page 5, [0023]). 
Example 6 discloses the heating of fatty acid glycerides (AKOMED R at 13.33% and 
GELUCIRE at 6.67%) to 60°C. After cooling the fatty acid glycerides to 30°C, a blend of 
the active ingredient (omeprazole at 13.33%) and cross-linked polyvinylpyrrolidone 
(KOLLIDON CL-M at 66.67%) was granulated with the fatty acid glycerides (Page 7, 
[0037] and Table 7). 

It would have been obvious to one of ordinary skill in the art at the time the 
invention was made to use the method of making a granular pharmaceutical vehicle by 
melting a hydrophobic vehicle, dissolving a sparingly water-soluble pharmaceutically 
active agent, and granulating the molten product, as suggested by Vladyka, combine it 
with the process of making a granular pharmaceutical composition with a high 
percentage (10 to 98%) of a pharmaceutically acceptable carrier, as taught by 
Thacharodi, and produce the instant invention. 

One of ordinary skill in the art would have been motivated to do this because 
Thacharodi teaches a process where a high level of cross-linked polyvinylpyrrolidone 
(KOLLIDON CL-M at 66.67%) is used in a stable oral pharmaceutical composition 
(Page 7, [0037], Table 7 and Page 8. Tables 9 and 10). 

From the teachings of the references, it is apparent that one of ordinary skill in 
the art would have had a reasonable expectation of success in producing the claimed 
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invention.-Therefore, the invention as ajwhole was pr/ma-fac/e-obvious4o-ona - 

ordinary skill in the art at the tinfie the invention was made, as evidenced by the 
references, especially in the absence of evidence to the contrary. 

Regarding instant claim 1, the limitation of a process for producing solid dosage 
forms would have been obvious to one skilled in the art over the process of making 
granular forms for use in capsules or tablets as taught by Vladyka (Page 4, [0046]). The 
limitation of a moldable composition which is formed at or above the softening point of 
the adjuvant, but at least at 70°C and subsequently cooled would have been obvious 
over the process disclosed in Example 6 by Vladyka (Pages 5-6, [0054]). The limitation 
of "at least at 70°C" would have been obvious to one skilled in the art because Vladyka 
teaches "a temperature above the normal melting temperature of the vehicle but below 
the normal melting or degradation temperature of active agent" is used in the process 
(Page 1 , [0011]). Therefore, one skilled in the art would melt the hydrophobic vehicle 
and the melting point would vary depending on the particular hydrophobic vehicle 
chosen. The percentage (50 to 99.4%) of the crosslinked nonthermoplastic carrier 
would have been obvious over the cross-linked polyvinylpyrrolidone (KOLLIDON CL-M) 
used at 66.67% in Example 6 by Thacharodi (Page 7, [0037] and Table 7). The 
percentage (0.5 to 30%) of adjuvant would have been obvious over the 5.5% of glyceryl 
monostearate (lipid) taught by Vladyka (Pages 5-6, Example 6, [0054]). The percentage 
(0.1 to 49.5%) of active ingredient would have been obvious over the 32.6% of active 
(itraconzole) taught by Vladyka (Pages 5-6, Example 6, [0054]) and 13.33% of active 
(omeprazole at 13.33%) taught by Thacharodi (Page 7, [0037] and Table 7). 
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Regarding instant claim 2,_the limitation of 50 to 90% of at least one crosslinked 
nonthemfioplastic carrier would have been obvious to one skilled in the art over the 
cross-linked polyvinylpyrrolidone (KOLLIDON CL-M) used at 66.67% in Example 6 by 
Thacharodi (Page 7, [0037] and Table 7). The limitation of 5 to 30% of a thermoplastic 
carrier would have been obvious over the pharmaceutically acceptable carrier (present 
in an amount from about 10% to about 98%) comprising at least one polymer which is at 
least partially comprised of vinylpyrrolidone monomeric units, as taught by Thacharodi 
(Page 3, [0012]). The limitation of 0.5 to 20% of a solubilizer would be obvious over the 
solubilizers AKOMED R (caprylic/capric triglyceride at 13.33%) and GELUCIRE 
(glycerol esters of Cs-Cie fatty acids at 6.67%) as taught by Thacharodi (Page 7, [0037] 
and Table 7). The limitation of 0.1 to 45.5% of an active ingredient would have been 
obvious over the 32.6% of active (itraconzole) taught by Vladyka (Pages 5-6, Example 
6, [0054]) and 13.33% of active (omeprazole at 13.33%) taught by Thacharodi (Page 7, 
[0037] and Table 7). 

Regarding instant claim 3, the crosslinked nonthermoplastic carrier would have 
been obvious over the cross-linked polyvinylpyrrolidone (KOLLIDON CL-M) used in 
Example 6 by Thacharodi (Page 7, [0037] and Table 7). 

Regarding instant claim 4, the thermoplastic polymer would have been obvious 
over the polymer which is at least partially comprised of vinylpyrrolidone monomeric . 
units, as taught by Thacharodi (Page 3, [0012]). 

Regarding instant claim 5, the sugar alcohol would have been obvious over the 
sorbitol and mannitol taught by Vladyka (Page 2, [0019]). 
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Regarding instant claim 6, the lipid would have been obvious over the glyceryl 
monostearate (lipid) taught by Vladyka (Pages 5-6, Example 6, [0054]). 

Regarding instant claim 7, the solubilizer would have been obvious over the 
solubilizers AKOMED R (caprylic/capric triglyceride at 13.33%) and GELUCIRE 
(glycerol esters of Cs-Cis fatty acids at 6.67%) taught by Thacharodi (Page 7, [0037] 
and Table 7). 

Regarding instant claim 8, the active ingredient with a solubility in water at 25°C 
of less than 1mg/ml would have been obvious over the sparingly water-soluble 
pharmaceutically active agent taught by Vladyka (Page 1 , [001 1]). 

Regarding instant claim 9, the limitation of the cooled composition that is 
comminuted and compressed into the dosage form would have been obvious over the 
grinding of the granules to an acceptable size and compressing the granules into 
tablets, as taught by Vladyka (Page 4, [0045] and [0046]). 

Conclusion 

6. No claims are allowed. 

7. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Aradhana Sasan whose telephone number is (571) 272- 
9022. The examiner can normally be reached Monday to Thursday from 6:30 am to 
5:00 pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Woodward, can be reached at 571-272-8373. The fax phone 
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number for the organization where this application.or proceeding is . assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 




